It has also been used by ophthalmologists for the treatment of medical conditions (Werner, 1960; Bannerjee and Taylor, 1961) , and both H6pping (1963) and Gil del Rio (1962) used it to control post-operative inflammation after various surgical procedures. None of these reports, however, took the form of a double-blind trial and the present paper reports an attempt to meet this deficiency concerning the action of the drug as an anti-inflammatory agent following surgical trauma.
Material and Methods
Oxyphenbutazone was given to 63 patients, who were matched with 62 who received a placebo. In addition, all patients undergoing intra-ocular operations had routine postoperative medication, i.e. atropine and steroid drops and systemic antibiotics, and those who had extra-ocular operations received local penicillin drops. For all groups and ages (except those under 5 years of age) oxyphenbutazone 100 mg. or matching placebo tablets were used as follows:
Adults: two three times a day for 2 days followed by one four times a day. Children 12-15 years inclusive: one four times a day for 2 days followed by one three times a day. Children 8-11 years inclusive: one three times a day for 2 days followed by one twice a day. Children 5-7 years inclusive: one twice a day for 2 days followed by one daily. Children under 5 years: 50 mg. oxyphenbutazone suppositories one twice a day for 2 days followed by one daily. In this group the investigation was not double-blind and no placebo was used for the control group.
All treatment was started 24 hours pre-operatively, and the total period of treatment was 5 days only.
Approximately equal numbers of patients in each operation group received oxyphenbutazone or placebo tablets, this being predetermined by the method of allocation of the treatment.
To ensure that no patient with contraindications to the drug was admitted to the trial, a full history was taken and a general medical examination performed, together with urine examination, full blood count, and specific questions about contraindicatory conditions. Any patient with more than a minimal abnormality was excluded. Four patients were regarded as unsuitable and one patient aged 18 months was withdrawn from the trial because of anaesthetic difficulties. Of the four patients who were considered unsuitable, two had evidence of cardiac disease and two were due to have an operation on their only eye, and it was felt that the uncertainty of a clinical trial was not justified in these cases.
The operation site was assessed in terms of pain, swelling, and hyperaemia on the first, third, and sixth day after surgery. Examination on the first day indicated the degree of disturbance that the surgical trauma had caused; inspection on the third day attempted to measure the speed at which the normal post-operative inflammation-was resolving, and that on the sixth day the incidence and severity of the later secondary complications.
It is recognized that inflammation may be described under the headings of rubor, dolor, calor, and tumor, but the eye does not lend itself to this classification very easily. It would, for example, be difficult to apportion the aqueous flare of iridocyclitis to any one of these headings. We have, therefore, classified our observations as degrees of pain, swelling, and hyperaemia. When we considered intra-ocular operations, conditions such as iritis, scleritis, or endophthalmitis fell under the heading of hyperaemia. For extra-ocular operations it applied to such conditions as orbital cellulitis, conjunctivitis, or cellulitis of the lid.
Assessment was purely clinical, carried out by both nursing and medical staff, and was graded as severe, moderate, slight, or nil. Pain was assessed on the subjective evidence of the patient in addition to the objective impression of the examiners. In intra-ocular operations, hyperaemia was measured in terms of the clarity of the media, the degree of conjunctival and scleral injection, and the presence of inflammatory cells or exudates within the eye. In extra-ocular operations the conjunctival injection and colour of the skin and the presence of conjunctival exudates were the main factors considered. Swelling was assessed primarily in relation to the cornea, conjunctiva, and lids in intra-ocular procedures and of the conjunctiva, lids, and circumocular skin for extra-ocular procedures. A total of 126 patients entered the trial, of whom 63 had oxyphenbutazone, 62 had placebo tablets, and one was withdrawn.
Operations.-46 patients had cataract extraction; 63 had correction of squint; eleven had other intra-ocular operations; five had extra-ocular operations. There were 55 males in the trial and 70 females. There were no significant differences between the oxyphenbutazone and placebo groups regarding operation, age, or sex distribution.
Results
If, regardless of operation, patients are first examined as two large groups, those who received oxyphenbutazone and those who received the placebo, the results for post-operative pain, swelling, and hyperaemia, are as follows:
Pain.-Only about 2 per cent. of the patients had any post-operative pain, and by the third day only four patients who received oxyphenbutazone and one who received the placebo were complaining of pain. There is no significant difference in these figures.
Swelling.- Table I shows the effect on post-operative swelling. At each examination day there were ten more patients with no post-operative swelling in the oxyphenbutazone group than in the control group. At all times fewer patients taking oxyphenbutazone had moderate or severe swelling, than in the control group. The differences (Figure, opposite) show a trend suggesting an anti-inflammatory action in the oxyphenbutazone group, but this is not statistically significant. (At the first and third day 0-10>P>0-05 and at the sixth day 0-20>P>0.10).
When patients under age 5 are excluded from Table I (for reasons which will be discussed later), these differences are more marked and are statistically significant on the sixth post-operative day (0-05 > P> 0-02). These figures illustrate the more rapid resolution of hyperaemia in those receiving oxyphenbutazone and the tendency of marked hyperaemia to persist in those receiving the placebo.
The two major groups of operations may now be examined in more detail. group.bmj.com on November 6, 2017 -Published by http://bjo.bmj.com/ Downloaded from cent.) were males. The mean age was 65 + 3 091 in the experimental group and 69 + 2-43 in the control group. The age distribution in the two groups was similar. Pain.-Post-operative pain was very slight and showed no significant differences between the two groups. Post-operative Swelling (Table III ).-The differences between the two groups is clear. 87 per cent. of the patients who received oxyphenbutazone had no swelling on the first day and third day compared with only 52 and 56 per cent. in the placebo group. These differences are statistically significant (0 05 > P >0.02) and were still present on the sixth day.
On the first two examination days only three patients who received oxyphenbutazone had slight or moderate swelling, whereas at the same time nearly half of those who received the placebo came into this category. SQUINT OPERATIONS In this category 33 patients received oxyphenbutazone and thirty the placebo. There was a preponderance of males in the former group (67 per cent.) and of females in the latter (60 per cent.). The mean age of the patients who received oxyphenbutazone was 8 + 1-57 years and of the controls 12 ± 2-57 years. This difference is not statistically significant; the distribution of age groups was similar except there were five adults over 30 years of age who received the placebo and two who received oxyphenbutazone; this accounts for the difference in mean age between the groups. Post-operative Swelling.-Initial examination of the data showed only small differences between the two groups; these mostly suggested an anti-inflammatory action in the oxyphenbutazone group. As the children under 5 years had been given an experimental form of the suppository, in rather low dosage, this group was examined separately, when almost identical figures were found for the oxyphenbutazone and placebo groups. Table V shows the incidence of post-operative swelling in these children under 5 years of age. The results when the children under 5 years of age are excluded are given in Table VI . By the sixth day after operation the swelling had subsided in a higher proportion of patients receiving oxyphenbutazone than in the control group, the difference being statistically significant (005> P > 002). It is also marked when compared with the results in patients under 5 years of age. Similarly, there was a higher incidence of moderate or severe swelling on the third and sixth day in those who received the placebo than in those who received oxyphenbutazone, although this is not statistically significant. 
OTHER OPERATIONS
In this group seven patients were treated with oxyphenbutazone and nine with the placebo.
Among the former the operations were: injection of an angioma (1), surgical correction of ptosis (1), dacryocystorhinostomy (1), discission (1), iridencleisis (3).
Among the latter they were: iridencleisis (3), discission (3), excision of pterygium (1), plastic repair to the eyelid (1), retinal detachment (1).
In view of the variation in operation and small numbers concerned, statistical analysis was not feasible.
SIDE-EFFECTS REPORTED DURING THE TRIAL
Only one patient complained of side-effects from the drug. This was a man aged 66 years who developed colicky abdominal pains and diarrhoea while receiving oxyphenbutazone. This rapidly subsided even while dosage of the drug was continued.
EFFECT ON WHITE CELL COUNT It was intended that all patients should have a full blood count-before and after treatment with oxyphenbutazone or the placebo. In fact, either the initial or the repeat count was omitted in 36 patients-seventeen in the oxyphenbutazone group, and nineteen in the placebo group. Analysis of the remaining counts showed no difference in number or degree of white cell counts which increased or decreased in the two groups.
Conclusions
In patients who underwent cataract extraction, post-operative swelling and to a lesser extent hyperaemia and injection were significantly reduced in the oxyphenbutazone group. Post-operative pain was absent in most cases and for this reason the analgesic effect of oxyphenbutazone, if any, could not be observed.
Patients having squint operations also benefited from oxyphenbutazone but not to such a marked degree. Swelling was more rapidly resolved, though hyperaemia was not so markedly affected. It is possible that the dosage in many of the children concerned may have been too small. For children the suppository form in this dosage was shown to be ineffective. Summary A double-blind trial comparing the anti-inflammatory effect of oxyphenbutazone (Tanderil) with a matching placebo on patients undergoing cataract and squint operations is described.
The results of the trial were subjected to statistical analysis.
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